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m m * 

Steffi 

[oooi] skmtm<Dn&(Dm^m^xf^mtmmmm<D^j-^^ 

[0002] PTX3f3\ Pentraxin, Pentaxin, TSG-14, MPTX3£WJ3>K n^^r 

[0003] ^^by^^yrVJ — ia^^^^^tL^X^ahf^X^^C-reactive prote 
in (CRP) ^serum amyloid P component (SAP) feififife^E'f'&o Pentraxin 
BU^Long Pentraxin^lff^t'U CRPteShort Pentraxin£t><Mtl>5 0 Pe 

vxm-mvxi^^t^m&n^o l^u PTX3teCRP^sAP£M&9iL-6&;ij; 

StNfcfr^frfcV \, *^PTX3^^-?^®^m«?NHJ9a»CRP^SAPi:^M^ 
5£fa5>£>, PTX3«CRP^SAP^«M^ ; 5m^^"i- ; 5-t^^P^$^^TV^§ (## 

3) 0 

[0005] tfcmtmwmxfcmmimy, &m&, ^mm^<D^m.m^^ 0 ^tih^x 
foM^fDfemm^t^xiktpmn^xTv— /Hit, i« jfiuE, «*#f, mm, m 

3o imiU-^Tte, jfrW*teJ;3|&fcS«sfctf £>*u r^try^^ism^ 
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#(D0. 5£^>2. 5ng/mL^Si(DfB«^^ o r<Dj;5^ t£*<OTTX3$lJ)£|£ 

mzztitt. ^mmmmi¥m^Ksk^in:x3mm^<^^ti^btix\ ^ 

[0007] jfiLWHEW^f&afmfcbr, rSIgJk^^^^^^4oJ:^»i^-tt*mT^t 0 y^ 

##fF3Cikl:Breviorio et al. :J. Biol. Chem. , 267(31), 22190-7(199 
2) 

##MTffik2:J. Biol. Chem. , 267(31), 22190-7 (1992) ;Domyaku Koka 
(Arteriosclerosis), 24(7-8), 375-80(1996) 

##fF3Cife3: Arthritis and Rheumatism, 44/12 (2841-50) , 2001, Cir 
culation, 102, 636— 41 (2000) , Arterioscler Thromb Vase Biol. 2002; 2 
2:el0-el4 

[ooos] >M®S^ifeWI^*tt0M^^^^Wtfr^ifeWI^*^@s^^J^#^^^ 

^mm^mikwmm<Dn^mmx^^^^mmmmm^mskwmmmmm 
®iox*mm<D n mt. ^mmm^m&Lmm.m^m^m^fmm^t^xay&L 

"f~<5 i <b \<L $b <5 o 
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[0009] *zT*jz&m&ti. foffimm<D&4¥fttmR\^frfaym&&±ft\j&^tm&. 

m h (D^m tvxmm $nrv - t^h , m w mm^n^ikm ^prx3m&^ 
mfbfdo cRPttemt£V!k^mm<D±mzmfohntefr<>tio ^bor 

, mm<vn&&to%^mtew>m^—z—x&%^t&&m^fc 0 -tt^co^m^sk 
wmmftmm<Dx?v-^y%mt^xmmx%z>z.b%RMu 

[0010] t-*5V vt, fffc^^iPTX3^L#:^^bffiiSSII'JS^^fil^L. 

^m^xxfT^v>^m^(Dikm^PTX3^mi'^u i*-^m<^PTX3{£T 

[0011] ^^^(DPTX3^S»JS-r§'i!^#!t^-r^lfiLW|5* 

(DX-foZ> 0 

isbttmm^ mwtttemmzmm®w&& j *tttemfik£^ ptx3*^ 
^MxnpTX3m^m(Dmtmmir^b^mbir^skwmmmmm^^ 

V—^^m^^ir^h(DXh^o 

[0012] *mwiz£ti&, M.&foffimm*faw&w&mRmm i mmirz&mz&iirz> 
jkwpt w<vmmmmx%%z.bx\ ^mm^m^wmm^m&^mmx^, 
MMt£'L^£mumB^<Dm7&^V5-rz>z.b&x%z> 0 ^ mmmmKx^w 
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[0013] mi]^^^y^^^lzX^V^^^hPTX3t^mPTX3<Ditmi^^^ 
[0014] £fttt*fct*#j£itofcffl5£«r^ , ^itfj&Sfl^UTte 

, ip.^PTX3^/^ff PTX3^^ff ^(D*J^ 

IW&if) irJtKI-SSIJ&fc^ £W 5£fc#-C#, ^S^SajeirLTf*. PTX3^ 

>^n<Dm&(Dm\^ PTX3^^mcoM<D^m^^mf^t^w,^o & 

*3PTX3it^^(D^SE^ISrE^J#-^l ^ PTX3^^IC<DT^^IE?IJ^IE^J 
[0015] M^^te, PTX3(D^^^^®^^^^tgtt(Dfe6^T*fetb^#^^I 

mm. st^m. m^mm. mm. mmm. ttm. v^<m. mm. <mtet*z 

[0016] iktg<DmmteikWftfcm%&<Dmm. skw^m^mmmm^m^. ^077^ 
(Drnm-^mt. sk^(Dum. ^—^mm. Atoinfk, ^-^«^v> 

1- x *mmiz.$oif%!hwmm\at. m^m^xmumm^m^m^ 
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\Z.^%m&(DRmtVXmmmmty^(D£ylC7jk£ti% 0 (a) lipid core<D^£ N 
(b) fibrous cap (c) shear stress£>3&£. (d) 5&ffi$BJ!fr<D§;$|<Z>©g<Z) 

m K&tfztfiL*g&w<nn&Y£±.m<D (a) - (d) o@s^w5 0 
[0017] ^mm^m^m^xn, prx3<Dnmn, ifiPTX3m^m^^^&^M\Mm 

1. ^PTX3#L#:<Dff^ 

Z>Z.bi>mtL\^\ 

^mmm^n^PTX3^w.bmm^wxmm^n^>ifiPTX3^m'iPT 
x3ft^<Dm^t°h-^&mm^xh £v mt£Z^h—z?&mmirz>zb-t>w&. 

[0018] ^0^-e^ffl$tt§^LPTX3^:#:{i, ^(D^^fflv^-c^y^n— -r/u&fz.itt 

;?v^;vm*b\^xmZ>^-bi»X%Z> 0 ^mmxmmt$ti%#LPTX3#ifobL,X \ 
[0019] ^e/^n— ^/Mft^jg^M^yK— -^J3\ m^ma^A^at^m^mU «TO 

j;5^bT{tMt?t§o -r&t^, PTX3^{mj®^bT^bT, ~ti&mm<v%L 
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[0020] jy^as, ^ey^n— i-^w.^m-r^m^(DXoKirtii-£x\\ 

^^%mftfomkisX®imirz>z.kbx%z> 0 ^^^rathPTxs^ 
r^ymnmx^^m^xm^thx^u prxsmfc^-^^m^? 

[0021] mftttw^X'&m£tiz>m%W}!&)t^xte^ mz.m7£t$ti&h<7)Xfef£\^K 

■So 

[0022] m^w^mm^mir^a^ ^<D^m^m^xn^ti^ 0 m%.\t, 

0 fo&O iZ. it, af^rulSSrPBS (Phosphate-Buffered Saline) ^^S^^tK# 

r^m<DUW-^^mt^^x^.-r^b^m^\\ 

[0023] roj^-nffLWj^r&SU ik?tcp^0fM^^ifrv-</v^_h^.^(Z)^#^Lfc 

turf*, #^#*wsads^(f e>tb^o 

[0024] tlf|B^jWJ^tiB^$ti^ft^©ffijlWifai:UT, *?L»j^<z>^p-^M£/^ 
S 0 ro^xn- vjJBfl&fS, <&£n<D«^r (DjRBJJStfc, . P3(P3x63Ag8. 653) ( 
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J. Immnol. (1979)123, 1548-1550) , P3x63Ag8U. 1 (Current Topics i 
n Microbiology and Immunology (1978) 81, 1—7) , NS— 1 (Kohler. G. an 
d Milstein, C. Eur. J. Immunol. (1976)6, 511-519) , MPC-11 (Marguli 
es. D. H. et al. , Cell (1976) 8, 405-415), SP2/0 (Shulman, M. et al. 
, Nature (1978) 276, 269-270), FO(de St. Groth, S. F. et al. , J. Im 
munol. Methods (1980) 35, 1-21), SI 94 (Trowbridge, I. S.J. Exp. Med. 
(1978)148, 313-323), R210(Galfre, G. et al. , Nature (1979) 277, 131 

-133) mmrM \z.&m$tiz>o 
[0025] me&&mjfab$^v—^m&k<Dmmi&i±. m^m-n^<D^m, tctx.it 

, ^T— : y—hK;V^T^h(D^^i (Kohler. G. and Milstein, C. , Methods En 
zymol. (1981)73, 3-46)^l£2|ICTfT5^£tf5-c£5 0 

[0026] £«9jyfc#na2, tffiEJMj^sis^^, m^mmm^-i^M^^ncm^^ 

»smxm, -tshK, ^m!%!km(Fcs)m<DfamMWi&wmirz>^kbx%z> 0 
[0028] mmm&it, mm^mmt^ti^mmt(DmMm^mmmmm^xx<m 

-r-L, ^37X:n&KM^Vta^V^u>^V^— /Kpeg) {MxJt^^m 
000— 6000@S)^eSrii^30— 60% (w/v)(Digt»L, m&tZ>Z.k.K& 
oT g l^-T^Pi^M ('M^yK— <r) &J&&.1rZ> 0 vr, 

[0029] i(D £5 fcLT^frfc'M^y K— r«\ ii^tf) Mx.itHATmmm 
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[0030] @ Wii-^f*(7)^y— ^^feiOT— ^n-^^li. ^(DttWMfoRfo 

£in vitro-CPTX3Mf^U m\^Tss<M&tY&3&(D^!KftmM^~tZ>^v 
3(#<£¥l-59878^£»^0 o tb$Lfcmm^<D3LX(DU/<-hV-&m 

#f^mJK^#^W094/25585^f^ W093/12227^£# N WO92/03 
918^-<&^ WO94/02602^£#ft#$0 o 

[0031] ^(Dkoici^xi^mtstiz^/fv— i-^w-^M^r^^w— ^n, m^co 

[0032] mm^yjF— ?rfrb*es?vi—> i-/v$iw.%:m%~tz>\a^ mm^y^w—^ 
mm^m^m^mmu t<Dmm±mtvxnz>jj&. tb^yt^zfw—^ 
^ntm^m^^m%mmm^xmm^, ^(Dm^tvxn^m^^m 

, ^co±m^m\-mvx\^ 0 
[0033] ^mmxfe, ^/?t2—t^#ci$ti,x^ ffifcmte^-&^47*w—^frh?v—^ 
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\<^Xm^&&tdt8M^m<Dh<D&m^^^b&^%mK\'£. Vandamme, A. M. 
et al. , Eur. J. Biochem. (1990)192, 767-775, 1990#flg) o 
JWfcfifyaS, ^iPTX3^L#:^S^i-^/^^yK— ^CPTX3^:#:(Z)Br^ (V 

T^>1©a^£ (Chirgwin, J. M. et al. , Biochemistry (1979) 18, 5294 
-5299), AGPC^ (Chomczynski, P. et al. , Anal. Biochem. (1987)162, 
156-159) ^^J^ToT^RNA^MMU mRNA Purification Kit (Pharm 
aciaM)^^ffibT @ W<DmRNA^|BMi~^o QuickPrep mRNA Purif 
ication Kit (Pharmacia®!) ^m^^^.bKX^mKNA^:m.^MMir^bhX^ 

■So 

[0034] #^>ttf'mRNA^^i^fe^^^^fflV^T^L#:V^^(DcDNA^^^i-§ 0 cDN 
A<D-^$cf^ AMV Reverse Transcriptase First— strand cDNA Synthesi 

s K\tmt^m^M)m^m^xm 0 c dna©^j;^i@^t5ic 

5'-Ampli FINDER RACE Kit(ClontechM)*5J:OTCR^fflV^c5'-R 
ACE?£ (Frohman, M. A. et al. , Proc. Natl. Acad. Sci. USA(1988)85, 8 
998-9002, Belyavsky, A. et al. , Nucleic Acids Res. (1989)17, 2919- 
2932) m&®imir%~btfX%Z> 0 
[0035] #*bttfcPCRM3^ib @ tfOt'tZnNAmfr&mmU *<9#— DNA»«£i~3o 

[0036] @ W^i-^^LPTX3^i#:(DV^^^=3w- ^^-5 DNA ^^ c(D ^ n -jft^ 0fM<^^L 

[0037] *mwx®.m£ti%foPTX3fofc$:wmir%Kfe, ^mm^mmmmm, 
[0038] tfivmte^mmiL, mm.) tnzrzmm ago k-tsdnastbij* 
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«fem$•^i•T^>J:V^(W094/ / 11523^W^) 0 
[0039] m^S^^)*^(-«-hiE#^»f£{t-e^<^ h^^v^^S^ 

^^^^y^^r\C^mi^X-h^^(Ebert, K. M. et al. , Bio/Technology (1 
994)12, 699-702) 0 

[0040] *mwxte, ±m#ift(Dm*K, A&mzmtui&fc&^zM&ift. 

, *c*9#ifc, KbMfc (Humanized) *(tft:S^ffl-e#5o £:h,k©afe£*fc#ri, UEftl 

[0041] ^-^fam^ mm<D£.o\z.\^xmdfcwvn^*= i — v-r^uNA^b^cmm 

[0042] KbmfctfifcrZ, (reshaped) KbtfH£kb$fi£frL, ZXlfc, fchW^&ftfLSj 

$J , ^Jx. fi ~^V^#ifo(DffiW&&:fe^i$C (CDR ; complementarity determinin 

g region) ^b^<Dmw\w^mmm^m^tch<Dxm, ^(D—m&jtemte 
¥t^£mm>tobtix\^(&tt\ftf?tom&m&^'EP 125023^*, wo9 

6/02576^##M) o 
[0043] ^^^#:<DCDR^th^i#:(D71/—A!7—^J^ (framework reg 

ion;FR) fcSrjgJBff-S £5 CTff LfcDNAgB?!|^, CDR*3J:OTRii«?^(D^S8^^ 

^UTfflV>-CPCRfetJ:«tt)'6-^'fS (W098/13388-^^#^|E4fe<D^'^Sr# 
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m) 0 

[0044] cDR^ur*3ii$n5fci^fr©7v— ^ia«r±. mtfft£&:femi&&&.& 

— Ar7— ^^(DT5/^g^LT^J;V^(Sato, K. et al. , Cancer Res. (19 
93)53, 851-856) 0 

[0045] **7ffifote£T$tbm4k#ifo<Dcnmia^ th&cfc<Di><D&&m£ti. m*.&H 

mr?fe, C y 1, C y 2, C y 3, C y 4^, L#K~eteC k , C X SH£ffl*f-5ri:^-C#« 0 
[0046] ^9*fLfrtt, th^^(D(^?LII)^S^f*(D^^^^th^Lf*S*<Dfe^^ 

<fe><5 0 

[0047] ^W^ftffl&h^ftm, *fc#©£#^fc:l8£>*Li\ PTX3^^i~SISt), 
«\ ^(Dif^^bTtt, Fab, F(ab')2, Fv, lj@<DFab^^Fc^rr§Fab 

/c , r*H^mx »L^(DFv^ig ^ &y -eiSM^^Tfcv'^^/^^^F 

^^^^-^Autm, ar^j&#^iwjia-e*m**«(^i^.tf, co, m. s 

. et al. , J. Immunol. (1994)152, 2968-2976, Better, M. & Horwitz, 
A. H. Methods in Enzymology (1989) 178, 476— 496, Academic Press, 
Inc. , Plueckthun, A. &Skerra, A. Methods in Enzymology (1989) 178 
, 476—496, Academic Press, Inc. , Lamoyi, E. , Methods in Enzymo 
logy(l989) 121, 652— 663, Rousseaux, J. et al. , Methods in Enzymolo 
gy (1989) 121, 663-669, Bird, R. E. et al. , TIBTECH (1991) 9, 132-13 
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[0048] scFvte, ffifo<DHmvm&bi.mvmffib&mffiirz^bK£<9ntbtiz>o ^^s C f v 

5g|££;Jv5 (Huston, J. S. et al. , Proc. Natl. Acad. Sci. U. S. A. (1988)8 
5, 5879-5883) 0 scFv^fe^H^V^*D it^L^V^^, ffllWdrCf* 

[0049] scFv^r^' — K"f§DNA[i, fi)fB^L#:(DH^^ttH^VfM^^— Ki~^DNA, 
^it>X^^^«L^VfJ^^-Ki-§DNA(D5^,^^^»@S^J05^»^* 

fc^^fM^T^y^BB^I^— Ki~^DNA§|3^^Mi:b, ^©Sffi^im^ 

tt&m^&^txmmirz^b k x vnbti%<, 

[0050] *fc. - 0.scFv^-K-rSDNA^^M$tt?)i:, *tit>fr£ : f?rz&&s<?*— 
[0051] rixyftftwBrjm, tlflE^I^#^bT^(Dite^^#L^m^, ^^«J:«9 
[0052] ^(Df^fp^^bT, ^»©^(D#a^^-^^bfc^:PTX3^L#:^ffli-§ 

[0053] «§^M£ffl£;TL3^#:te, ^K#Mtt£tf£(bispecific antibody)^ 

&&i®#L&#irzr.m&m\!mfcxfo^xh £v -^<D«cf^i«^PTX3 
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[0054] ffimnxstemmvtcttitmtett. ^(D^mKxmm.^. mmr^t^ 

/ ^ly/^ly^- — (human cytomegalovirus immediate early promoter/ en 
hancer) &mfZ>Z-bftX^Z> 0 

[0055] ^com^mmxmmzfri&ttfcmm^mx^y 0 *^—?— 

SV40) ^O^MVK^n^E— /:r>v>>if— , ^th^n^— ^a^T- 
^-la (HEFla) &^l«?LSI«**^ 

[0056] SV407°n^— /^^/N^ij— ^^-f-§#^}iMulligan^(D^-fe (Nature 
(1979)277, 108) \Z.£<9, *fc, HEFla^n^— /^>VN>iJ— 
-a-»Mizushima^(D^-& (Nucleic Acids Res. (1990)18, 5322)KX^)^M> 

[0057] *:fl§0<7^^\ ^ffl£;H3#ffl&:A^-^— x ^{£^»f~*»v^>/^IB^J 

-C^So 7°n^e— ^— ^LT«, $Jx.Weiacz:7°ti^— , araB^a^e— ^— §rW3 
^i:^-e^r§ o lacz^n^- &&miTZ ) Wrn-feW a vdb(Djfm (Nature (1098) 3 
41, 544-546;FASEB J. (1992)6, 2422-2427) K£>0, £>3l MiaraB7°n^e 
— &&m'1-%W>&l'£BetterbCDjfW; (Science (1988) 240, 1041-1043) 

[0058] tfiWi^m(Df^(Diy^/vnmtvx^ Mm^^v^^Km^^m^- 

„ pelB^^-/V@a^lJ (Lei, S. P. et al J. Bacteriol. (1987)169, 4379) SMfeE 
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m mux (refold) &m -r& 0 

[0059] WBHBMbLXtt:, SV40, tf])3r—?V^/v^ Tf/^/v^ ?vv*fc°n— ^?-f 

if (APH)ate^ -*? (tk)ji£h\ ^im^^^^r^>-*^ 

y ^^/Vh7^7^7-if (Ecogpt) ^tKn^^3S^c^m (dhfr) 5tf5^# 

[0060] *ftw^mm£tizffifc<D9m<Dftm^ i^M^mm^, m^mmmm^tzn 
[oo6i] ^*L<{i, ^.mmxmm^ti^m^ m%mm^ m^tcHo, cos, *m 

— <?\ BHK. Vero, HeLamf\&rpX$&$t£frl% 0 

m^. tenm&£titcm^ffifa&m vitronectin vwoxmrn^x^mb-r^ 

DMEM, MEM, RPMI1640, IMDM^fflfS^t^t^, 4^£J£jfiLtf (FCS) 

m<Dikmffim&&rmirz>zb-kx%z> 0 
[0062] rnm&x? K%m.^ m^nt^mt. mm, m^mm^^mv^—i^xmm 
-rz>-t&x^% 0 ^mmxmmt$tbZ)#ifc<D5rM, mwirry^^^—^^m 

\^X'fT?Z.b&X%%> 0 Mx.it . Zfti J r^C>'AA9^m^^ft^^bVX, Hyper 
POROS, Sepharose F. F. (Pharmacia®!) ^fi^lf htl%> 0 M1%<D# 

1$Or%)Z.b&X-^Z) (Antibodies A Laboratory Manual. Ed Harlow, David 
Lane, Cold Spring Harbor Laboratory, 1988) c 
[0063] 2. PTX3OS0S 
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, 7^4j*;t^4, ^>^j»4j*/t^±4, i&yt4J*/T^±4, mft 
<<j*;7y±^ ft&ttmm, ftrntmrn. v^p^wk $m%m. 

V > CO f3i#^fn n^jBEBS^^Jkife (enzyme— linked immunosorbent assay :EL 
ISA) sandwich ELISA)-C&5 C ELISAJfe2f©_b3SfiL^fei£^W^ife 

[0064] £tPTX3#L{££Jl V jRWfctfeW^Sfcayr tt. {»«t\ ^LPTX3^t#:^^# 

ftcagu ^-M^fW^jn^ -r>^^<— h^ffv^PTX3^t#:^PTX3^^ 

JC£^$iirfc^ tft^LT, ^PTX3^i#:^bT^#ft:^^-^LfcPTX3 
^^^^®^mi-^-^f-J:9,^^^^PTX3^^^®(D^ffl^5*^ 

[0065] ^^K^*3V>TfflV>feti^^:#^i:bT{*, 09*.^ TiSn— ^ t/Vn- ^ifco 

wig, ^y^-^^fhTO^^^^wg^, tf9xt£i?<D*m&<D3c&fc&mf 

^&^£ffll^^-e#£o ^PTX3^#«#{^GD*£l=H^ 

[0066] ttPTX3ttfobPTX3^s<?mt<D^^ m'M, mmm^xn &n%o mmm 
tuxn, Mt«, y>-g§^»$u Tris^«, 9=^mmwL. ^mmmmm, m 
mmmm, Kb^mmtstiZo tut. ^^-^-^xD^wb^x^ ~rx\z.x.< 
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[0067] &^m(DPTX3?l//<?MMfej3W:iZ.$5\<^Xfe, PTX3^/^|f^HHLfcV>$t 

tknncomi^ 3^hn— /vw&&Wim^-cb&\ ^b^—/vnnt\^xi^ ptx 

Ert-s^i-j:^ m^nn^(DPTX3^^n^mir^t^mxh^ 0 

^m{cm^^x,m^umc^ti^PTX3^^m^Mm^mir^th^ 
[oo68] ^PTX3m,^^x^mm^w^fcPTX3^>^m(Dmi'Mco» 
[0069] m%.i£. ^wm^m^rifc.m.PTX3^m^^nn^mM^, mw&K, pt 
[0070] ^PTX3^(Dmmnm^hnx^^jfm^xm^t^mx^o wmm 

^(Dmmmm^m^^^t^mxh'o, M^ff^Ltii, ^^-r^yv—y 0 

( 32 p, 14 c, 125 i, 3 h, 131 iftif) , ysvJru^i/^ ci— y^iy/v^uvb\ yi"< 

j3-^/V=3^-ir\ *^>^^— if, Jf;VziTV7— 
if, yy^" — A, f-5/^yK^-=¥^— ^\ ^^ci^/V^-dr^— E\ tf^^ft^ 

SrSsj&P^^ T/v^y^^T^-if^^»^*^^$^:fcTtfv?^$^^»-r 
3r^W*U/\ t^»«^PTX3^:#:^<D^^«, ^VWT/vftKfe, 



WO 2005/080981 



17 



PCT/JP2005/003029 



[oo7i] jy^ai, mnit3ffifo^t?mm&^—hft¥(D3iwmzi)i\x.. #lptx3 

tf(clJ;«9^mi-6r^^-e#6o ^OAfrftft^LTfi, 2, 2-TvV«(3-:^ 

f ;v^>y'f r/y v'Ty^- ^(abts), i, 2-^^^i^^ 

^T^C^/Vy-^j^^V^T^), 3, 3', 5, S'-rh^f/V^y^v'ydME) 

[0072] *^P^(DPTX3^^/^SI|iJ^^&(D#^0^LV>li#i:L-C, fc^^T^^ 
tvfc^PTX3^c#:*5j;tFTlf>?^^fflv>§^fe^#tf§^i:^-e^^ o 

[0073] Hfl^m, ^PTX3fei:#:^tp^^V-h^^(D^#ft:i^Px. N ^CPTX3 

gfc^U tf^-^^tlft^:PTX3^L#:^nx.§ 0 iS^^^r^— S/a>- 
<DfL TV— h^ft^U 7;^y*X77^- if\ ^/M-^rv^— Hf£l£(DBmt1fe 

tV^iil^LfclieDi, S«^)^W^b^if^m^^PTX3^^^ 

[0074] ;£3§K<OTTX3^y^ff$lJ^7f SsOffiOlMgl^LT, PTX3^>v^|f 

[0075] 09a.fi. ^m^m&titc—mm^±(D^PTX3tfim^^n^m^^:. 
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y(^^—-y^y\JzM , i5fc*t^ f-f^LTV ^PTX3^^|f — 

[0076] ^B^(DPTX3^^/^^®(DSiJ^^O'ftb 1 (Dl^^L-C«, ^fcSj££flJfflLfc 

[0077] ^mw<DTnrx3?>/<?m<vmfe^fe<Dm<DMmbvxfe, mm-??** 
iy^mm,m:mm^tz.^^>^—^m\^fz.Mmmf^b^x^ 0 mm-?? 

ryT/^-f^lC^lg-f S-^^Brtfe^feSo 09£fi£* BIAcore(PharmaciaM)^» 
^W^-ir^— MV^^^^^tJPTXS^^^^a^PTXS^O^^m-r 

[0078] «^coi»j^^gMv^ilb^i-^^T^, —a 

[0079] #$bbh jfewpt «<z>@&©^»r3si0>sffc«rt> g w^-rsds. »^»fisitt^*< 

^^PTX3^L#:^tp 0 i^-e^gfUl^fi, ^ryM^StfbSo I»»f3Sia s ELISA 
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o 

[0080] ^mMmmmm^^v-^>^m^^mmm^m^fcummcu^± 

fM<DiitFPTX3S fiXJ2Jfr^PTX3»£^tg£r$l5£U M^fCl^ix-^f^ 

mmm, mmm. m^mco^/^mm^mx^^o mmmit^^tx, 
xtDmmws-kMfiiWjm, wHHLr>i^-df\ t^e^m-^^, LVL^mfcxm-^ 1 ?* 

, l^^^Cti^^ KK/Ta Jcl-^;* N KK-Ay/Ta Jd-e^ 

, C57BL/KsJ-db/db Jcl^^^, C57BL/KsJ-db/ + m Jcl^^ N GK/J 

[oo8i] ^^v^^i^as, PTX3m^Mi&w&£xfPTX33mmm,Mi& : &m 

b&X^Zo 

[0082] PTX3^^N^»^^1-^^&i:LT{iELISA^(D^lfe^fc^^^f|j^-e^ o 

tixv^utf— ?—i?—^T^t4&m^^z-thx^z> 0 -m^^mti^ ptx3 
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[oo83] j^t. mmmKxv. ^mw&Mct£M\mwir% 0 <&u ^mm^tib^mmm 

[0084] MMiHl PTX3<D?v—~>y 

mm (huveo ©i^cdnastJiib (0034) mm^m^xmMmu ^tti&m 

M£LTGenBank#^§- (NM_002852) J^^lNVUfc^WV— PTX3-F (Kp 
nl) (|S^IJ#-^:3)tPTX3-R(BamHI) (E^J#-^:4) SrJBV v£\ PCRfe^T, 
ORFjt^^(D^^frofc 0 PCR&fcJ^kfrfc^^^h&Zero Blunt TO 
PO PCR Cloning Kit&fflV^^— # AU ^ga^J^lf^&^T^JfeL 
fc^, KpnI^h^J;OTamHI^h^T^QifLfc^7^^h^phCMV-<^^— ( 
Stratagene|±) ^jfAL, h^^:7x^^^phCMV-PTX3^MLfc 0 
[0085] HJfe#|2 y=i^tf^^hPTX3^im*fflJ^O«^ 

FuGENE 6 (Roche Molecular Biochemicalsf±) (D^dhn— MZ. 2pC~C. h 

i##£fT V \SB ^8 ju g<D|£^<^— phCMV-PTX3£l6 /z LWFuGENE 6 
reagent^tejkfffDMEMi^i&lOO n Lfcil^U 20^f E g<D^&^3ott£^lV :a r^. 

mxhZG4i8^m^^x^n—^y^mmvtc 0 y<Dm^±^muv, p 
PTX3^^-?^a^taf mizmm-r^u—yiu^ cho-ptx3) %m$i~tz>cLt 

[0086] Hife^!l3 y=i^lf^-^hPTX3^>-^^^®(D^# 

gSfC<7)*t§^3Bottazzi£>(D;^£(Bottazzi B, Vouret-Craviari, et al. , J 
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Biol Chem. 1997;272(52) :32817-23. ) fcJpCTHlfcUfco ^ffcftj&USCH 
O-PTX3^150cm 2 (D^^n^-CJ##<D^, P-7-#>/V(BD Bioscience^) 
^ffiV n*>/k^^:«9300mL(D4ffiilWi$ifi (S-SFM-II, GIBCO/lnvitrogen|± 

U i«_h«^[SI^b/c 0 lL<Di#^_hff Sr, RR^ifiJli««l^e, pellicon XL^ 
/^^^^100(MILLIPORE|±)^V^-C50mL^-e^g|i^TofCo Wk 
!SI:50mM Imidaole, pH6. 6©Iii5L|;MtLfc 0 SW^^NS 
tR^t^U 2SHSibfc 0 ^CV^ HiPrep 16/10 Q XL (Pharmacia Biote 
ch, Uppsala, Sweden) ^ffiV^fc^^^^n^h^^^— ^T7°7^bfc 0 
^^9^K^/H&S<a<*5*T?«5^Lfc«, NaCKDjeSSrOd^O. 58M(cl35^ra 
;WCif;!jn£ii\ -€:(DmiM<DNaCl^TPTX3(D^t±l?r=fTofCo ft, mtti<D^~? 
— }i280nm(D®^i^^T ; ffo^ 0 PTX3S&W$r$t?~77?^3^ : £M£>, Sephac 
ryl S-300iC£Z>^sUm.M?v^h?77-(— SrPBSfcrCMPlUt, $£>^PTX3<D5 
^>#M#:PTX3(D^^r#^^:fe^Superose 6 column (Pharmacia Biotech) £r 

#^PTX3^7^^T^7-fb, flKiO. ^L/min^TPBS^i^^tH^TofCo 
^m^^a^SDS-PAGE^J^W^ffVX WMy^^t^^h^i^PTX 
3^/-^fC£#fc 0 
[0087] Hife^!|4 ^|&PTX3^^ff(D^# 

HUVECcDj;t#_h?td^PTX3^^^^©cD^#^^^ 0 x 175cmV 

^*=3£fflV\ 5% FBS^ti>EGM-2i$ite-C37°C, 3BJgit, i^^fedHIX 
Ufc 0 SS®C»|fMfiBottazzi^O^"^(Bottazzi B, Vouret— Craviari, et al 
.,J Biol Chem. 1997;272(52) :32817-23. ) ^^CC, ^f*K)^tt±fB^ 

[0088] V^^>y*v^4^^£&V^^^hPTX3b^i$:PTX3<Dlt®l 

^^^#fcPTX3^y^^t^>-hPTX3(Dit^^^^^^n^^^^j:l9=ff 
ofc 0 irtj;fc>ib, ^PTX3£y^tf^bPTX3(D0. 5 n g/mU§$:10 ix L^jS 
^c^lg-eSDS-PAGEL, ^ctb^^^^PVDFj^^^^bfCo ^^b^|fJn(DP 
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TX3^TLPTX3^y^n— ^/M7Lf*(ALEXIS*±) tRfoZlttlo ^LPTX3^ 
[0089] ||»!|6 #LPTX3^/yn— ^-/^m^i^M 

^ey^u—r/^m^rmcomm^x'oi^m^fco -r^h, Baib/c-^y;* (cr 

L)^V>«PTX37^T^h^^^PTX3^SUfc 0 IJJIhI^S^^S^^^^ 
H^lO&Sl^lOOju g/Et^J^-fSMU FCA^n^h^^T^'^M 
H37 Rah Difco (3113-60), hy^V^yyy (cat # 231131) )£fflV^ 
3^/vy%^bLfct><D^T^^-Lfc 0 2MfH-5&3V>te50 jU g/E^Si 
5t-MMbfct>(D^FIA(yn/r^h^F^^Tv ? oL/^^h N Difco (0639-60), -<y)>y 
^V^^yv (cat # 263910) )Xr^^/Vv ? 3WbLf^cD^T^^-bf' 0 i«l 
M^raPfi-eii^S^fi-2[iI^fo/c 0 »:&feo^Tte5fc6V^50£i g/E 
bt£Z>£y KPBS K^m^M^m ^ ^i* ^Uc 0 PTX3^y/^y ^r=3 - hb/c^/ 
yV— h^ffi V ^fcELISA^J;«9PTX3^-r^ik?#cp(DfeT;#:#^^]L-CV ^?>(D^ 
ffitf&fL ^y^5^n— ^^P3Ul^y^#fli»^^b, PEG1500(nv-^ 

•yvryv^^y, cat # 783 64i) iz.x'ommm^n ^tc 0 

i-#«U S 0 J:«9HATi#ife-eil$R#i§#_h?f ^ELisAwyy— ~yy*ut, ^ 

-h»^r[Ui|xb^ 0 ELisA^^^yy— -yy*te, PTX3yy/^yjC^<Df£i^£tt£: 

[0090] ^e/yn— ^/V£i#:(Z>fi§!iteHi Trap ProteinG HP (Amersham CAT#17 

-0404-oD ^fflv^-c^To/c 0 ^^w—^mmAim^um^^K^—^. 

fe^^yr- (20mM yy^-hy y^ ( P H7. o) ) ^m^yy- (o 

. im y f yyy-HCi( P H2. 7))Ti^mut 0 mmmn^^y^r— (im Tris- 

Hci( P H9. o))^p^^— yicmmu a:^^^fpbfc 0 K^tM^^- 

/VLfcfL 0. 05%Tween20/ / PBS-e— lf«lfVV^77T- g^Lfc 0 MM 
$ttfc^i#:{*0. 02%^^j:5t-NaN ^»Lfc^, 4°C-e#Wbfc 0 
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[0091] %iPTXttS9u~^;Vttfc<DT4y#^l'yWk<O&0 KffotLo 

KMSi^t^Kv^^IgGCgamma) (ZYMED CAT# 62-6600) hT M 
y^^T^—if-ir^f^L-^^IgG (gamma) (ZYMED CAT # 62-6622) &fflV> 
fc^^IgG^hVy^ELISA&frV \ rfJM^ItM^^IgGl^t^: (ZYMED C 

at# 02-6100)^^^— Ftvxmmvtco ^PTXsfetftwT-fy^-ftv^ 

ImmunoPure Monoclonal Antibody Isotyping Kit II (PIERCE CA 
T# 37502) %m \ -%mt T^y^-ftV^^^ I 
gGl, IgG2a, IgM^^(D^t#:^#fettfc 0 
[0092] HJg#!l7 ^[PTX3^y^n— ^-/V^C#:<D^M 

10M^, #:m2kg(D^— v?— 7^*y4hV^K$L%t&ft<>fc 0 %}m$L&iz 
fiPTxasee^ioo/z g/EE^3J;5t-f$MU FCA(7^y^7^/^h 

(H37 Rah Difco(3113-60), ^h>^>^>y^(cat # 231 131) ) ^V^T 

L^(Z)^FIA(7n^yf^^7^/^h, Difco (0639-60) , ^fb^T^y* 
>y> (cat # 263910) ) X°^/Vi?3 WbUtt^^T^&^-UCo ^(D^h2M 

^-hbfcELISA^TflMffiU-Co -^(Dgt^SUfil^TV\ Jhtt^PttUt^ Protein 
G^^AftMt-i^^^WbfCo 0. 02%^^J;5t-NaN £ML4 0 C-e{£Wb 

3 

[0093] mmM8 RLisA%k<Dmmtnm 

ik.tp(DPTX3&%imirZ>fctb, PTX3(Di^yK-f^ELlSA^^aT<^J:5^«^ 
Lfco 96">m/V^V— h hi-^fetft^ J3PPMX0 101 (FERM P-l 

9697), PPMX0102, PPMX0112, PPMX0148^<D^/yn— ^/HrCf^, r 
tt^^^bfcPTX3^ffi1-^^ft:^bTt^^^^mbfc^yyn-^/V^L#:( 
ALEXIS|±^c«||^fe^J7-e^Mb^#:)^fflV^^: 0 ft, fet^CDf^^k^^Pi 
ercett<7)Sulfo-NHS-LC-Biotin (CAT# 21335) ^fflV^T*5^ofc 0 
[0094] 96-7^/WAy^V— h^lO ^ g/mL^&;5J;5^PTX3#Lf*£PBS (-) 
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Lfct><D£=3— hU 4°C-C— ife-r>-^^<— hLfc 0 S 0 300 /z L/well<D$c#-/^:7 
7" — (0. 05%(v/v)Tween20, PBS) X3m^Wik. ABI%k<D4J*7Tvte4*?t* 
(ABI # 10-601-001) £150 ix UjP;t, Zfny^sf&ff 0 fc 0 ^?&-C#: 

B#r^#, fc^v^i4r-e-»W^, *SMSe«, thJk?f^^^ Ib^jfiL^ifSr 
^ti^f^^x— (50mM Tris-Cl pH8. 0, 0. 15M NaCl) "Cil^ ^#f5L 
fch(D^aK.2mm^UX^^-<—h^fc 0 JfcVvC, »^jfiL»*if Sr^tf PBS (- 
) -C20 g/mL^3 £5 ^#|Rbfct^^^ltLfc^:PTX3^Lf*^Px.2B#r 3 1^ 

Stab-ELISA-r (Cygnus # 1-030) IrffiV^T^ Vector^±(D^M/^>Ttf vV-H 
RPO (Vector # SA-5004) £3 n g/mU-#|RLfct><D£;!jP;t, 0. 5B#^^M 
-e^df^^:— hbfc 0 300 nL/wett<Dffifr/^y7T— X5mflcfrVtc&, 
/WCt^l ^Scytek*±<DTMB (Cat # TM4999) £ffl V ^l3£-fe£-fr, 

[0095] y->y°/Vtp<DPTX3¥l//<?WM&<DW!:Wia^, ^|+#y^hGlaphPad PRISM 
(GlaphPad software Inc. ver. 3. 0) £fflV^-Cfif#Lfc 0 ffiMPTX3£ffiV^T^ 

[0096] ^»!l9 ^^(DaiJ^^^(D^pft^(Dl:b^ 

KusA(Dmm^m^mm^m^ntLPTX3^>^mmm^ (alexisi±) &m 

WT\ 30, 10, 3, 1, 0. 3, 0. 1, 0. 03, 0. 01ng/mL<DfJ|2in n a #f^£t>^V ^X 
i¥M^fc 0 Kl.lSA(Dmm^(DfMcm^^3(D^irf^ibALKX 

fcmm^t4¥mttm<Dttmc£%m\mm3) tnitmz&^x* m^mm. 
mm^m&&ir<:nx\,^^bfimmx%fc 0 

[0097] ^I»!I10 ^^&-$-f« 

^^-bfcm^^Jfe^fofCo »LfcJh«-^://W3\ 37°C, 2mm<D4^^— 
>-3^<DgL lOOOrpm, 10^^(DjfiL?f^g|£ff ofc c lk?f _h?f ^^^dHClb-80 
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3lS^tlK(p<0. 01)T^§^^ofc 0 
[0098] DM 



1 ikjf P T X 3 jftg (ng/ml) 



No. 






1 


0. 31 


0. 26 


2 


0. 40 


0. 23 


3 


0. 35 


0. 20 


4 


0. 36 


0. 14 


5 


0. 44 


0. 12 


6 


0. 42 


0. 10 



[0099] MMMii skW9->7°^<Dm$l 

^ifctlf^fflV^^W-Lfco ^[U, «jfe^^J;§jfllcpPTX3^iit»^^PPMX01 
[0100] [^2] 





BJi:ftJ^450nm 












EDTA 






0. 05 


0. 084 


0.513 


0. 034 


5ng/mL 


0. 032 


0. 056 


1.387 


0. 061 


10ng/mL 


0.111 


0.171 


3.462 


0. 249 



[oioi] mMMi2 mm-^^^fem&m 

^mmi^x^f^^m^h^^t^b,-8o o c{c^n^m^PTX3co^m^p 

PMX01 1 2^ey^n— ^-/^#:^fflELISA^ \CXWMFa<DPTX3<DmMUmz.X 
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[0102] [^3] 



ptx3 mnwmm. 


mm 

(PTX3ng/mL) 


Ong/mL 


1.21 


2ng/mL 


2.32 


5ng/mL 


3.25 


1 Ong/mL 


5.23 



[0103] mmmis sa^#<^efes 

Hife^!l 1 2 fcT, -80°C lC*5ttSPTX3<0^#t^dSfl|ft'e#*V W Ufcfl^ 
tbfc 0 &^<DM®:<Dtt)fr, PPMX0112^/^n— ^/V^^ffiV^ELISA^T 
(Dl^m. EDTA(D^P^J:«9SlJSftt(Z)3fe#^^^^c(^4) 0 $£>^ EDTA# 
EDTACO^-e«^+^"CS>ofc^#$S)^:^Tween20^J;«9^5^ 

[0104] DM 





EDTA & L 


EDTA h V 


PTX3 SsflPfeg 


(PTX3ng/mL) 


(PTX3ng/mL) 


Ong/mL 


1.21 


1.21 


2ng/mL 


2.32 


3.99 


5ng/mL 


3.25 


5.93 


1 Ong/mL 


5.23 


9.51 



[0105] [^5] 
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(PTX3ng/mL) 


EDTA+Tween20 

(PTX3ng/mL) 


Ong/mL 


1. 21 


1. 32 


2ng/mL 


3. 99 


4. 62 


5ng/mL 


5. 93 


6. 59 


lOng/mL 


9. 51 


10. 27 



[0106] mMMi4 ELISA$iJ^ffl^ey^n— ~f-/u#ifc(Dm%l 

JBwr, ^»!jl3(D^^SiJ^#T^^^M»^Lf*^jS^fTo^ 0 
ib. EDTA^itK^ffi^tt^J^^PLfcM^-eEDTA^lfilJk^^lRi-^o 

^/Mftf^FERM AP-20395^bTM^fgcifeA^II»f^W^B'f 
#fF^^te-fe^-(T 305-8566 ^mo<«rfT^:i-l-l 4^Jg6)^ilF 

[oio7] mmmi5 ^mmi^^xmmmmm\^m^x^mm^skm^<DPTX3(Dmm 

^^PJ^^"C^ALEXIS|±J;«9|gA^MNB4^fflV >fcPJ^^, PPMX01 12&: 
m V ^/cSiJ^^*5j:t^ff^f^MPPMX0102 (FERM AP-20395) £rffl WcPJ^ 
^^fflV^T, ^^jfe#^J:^PTX3(D»[lII|3l^:^|ligLfc 0 5ng 
/ / mL(DPTX3«^'#^7^TEDTA^jklfil^^«, ?MM<D^;g£pJ^L 
fc 0 •^O^^et^-ri^^, PPMX0112^^T86%<D[mW^ib£(D^ 
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